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International application No. 
PCT/USOO/24101 



International filing date (day/month/year) 
01/09/2000 



Priority date (day/month/year) 
03/09/1 999 



Applicant 

THE BRIGHAiVl AND WOMEN'S HOSPITAL, INC. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
International preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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Applicant's or agent's file reference 
B0801/7187WO 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Fomn PCT/IPEA/416) 


International application No. 
PCT/USOO/24101 


International filing date (day/month/year) 
01/09/2000 


Priority date (day/month/year) 
03/09/1 999 


International Patent Classification (IPC) or national classification and IPC 
A61K39/395 


Applicant 

THE BRIGHAM AND WOMEN'S HOSPITAL, INC. 



1 . This international preliminary examination report has been prepared by this International Prelinnlnary Exanninlng Authority 
and is transnnitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report is also acconnpanied by ANNEXES, i.e. sheets of the description, clainns and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I EI Basis of the report 

II □ Priority 

III S Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV □ Lack of unity of invention 

V S Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 

VIM □ Certain observations on the international application 
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27.09.2001 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT ^ International application No. PCT/USOO/241 01 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1 -60 as originally filed 

Claims, No.: 

1 -49 as originally filed 

Drawings, sheets: 

" 1/8-8/8 as originally filed 

Sequence listing part of the description, pages: 

1-8, as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3), 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

K contained in the international application in written form. 

13 filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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□ 



the description, 
the claims, 



pages: 



□ 



Nos.: 



□ 



the drawings, 



sheets: 



-5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

ill. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
la claims Nos. 1 -21 ,44-49. 



S the said international application, or the said claims Nos. 1-21 , with respect to industrial applicability relate to 
the following subject matter which does not require an international preliminary examination {specify): 
see separate sheet 

□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

H no international search report has been established for the said claims Nos. 44-49. 

' 2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



because: 
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1. Statement 

Novelty (N) Yes: Claims 1-43 

No: Claims 

Inventive step (IS) Yes: Claims 1-43 

No: Claims 

Industrial applicability (lA) Yes: Claims 22-43 

No: Claims 



2. Citations and explanations 
see separate sheet 
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4. Inventive step 

4.1 Document A discloses methods for using modulating agents to enhance or inhibit 
occludin-mediated cell adhesion, wherein the modulating agents comprise at least 
one occludin cell adhesion recognition sequence or antibody. Cadherins belong to 
the family of cell surface adhesion molecules (CAMs) (see pages 1-2 and abstract). 

There is no indication in document A about a function of cadherin in inflammatory 
diseases. Moreover, no reference is made to cadherin-1 1. 

While it has been known that cell adhesion molecules play a role in the adhesion of 
peripheral lymphocytes to endothelium, nothing is known regarding the mechanism 
by which lymphocytes transmigrate through the vascular endothelium to specifically 
target certain tissue location, such as the synovium. 

Also document B refers to cadherins and to the synovium (see abstract), but only 
questions and possibilities arrive from this study, wherein for the first time there is a 
description of the presence of cadherin in the synovium: "the cadherin may mediate 
homophile adhesion between synoviocytes, which could...". The skilled person 
starting from the teaching in this document would not unambiguously arrive to the 
method of claim 1 . 

Thus, claim 1 is considered to be based on an inventive step (Article 33(3) PCT). the 
same applies to dependent claims 2-21. 

4.2 Also the methods of claims 22 and 30 relating to methods for screening a molecular 
library to identify a pharmaceutical lad compound that modulates cadherin-1 1 
mediated adhesion between a first cell that expresses cadherin-1 1 and a second cell 
that expresses a cadherin-1 1 counter-receptor, are also based on an inventive 
concept (Article 33(3) PCT), the reasons being those already given under 4.1. The 
same applies to dependent claims 23-29 and 31-43. 

5. For the assessment of the present claims 1-21 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
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example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 
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